21 interactions occur at the molecular level and how results generated from such approaches can be better used to inform 22 future studies and cumulative hazard assessment of multiple stressors. The present work was therefore conducted to 23 propose a conceptual approach for combined effect assessment using global gene expression data, as illustrated by a 24 case study on assessment of combined effects of gamma radiation and depleted uranium (DU) on Atlantic salmon 25 (Salmo salar). Implementation of the independent action (IA) model in re-analysis of a previously published 26 microarray gene expression data was performed to describe gene expression patterns of combined effects and identify 27 key gene sets and pathways that were relevant for understanding the interactive effects of these stressors. By using 
54
In the past decades, ecotoxicological research on multiple stressors and cumulative risk has shifted the focus more 55 towards effects occurring at environmentally realistic low-exposure levels and long-term ecosystem impacts. 13 
122
To assess the combined effects of Gamma and DU, the IA model 
138
Therefore, each component in equation can be rewritten as follows: 
322
Applications and limitations of the conceptual approach. As illustrated by the case study, a conceptual 323 workflow for combined effect assessment using transcriptomic data is proposed (Figure 3 ). 
352
As clearly illustrated by the present case study, the proposed conceptual approach may also be limited by several 353 key factors. First, mixture design is certainly an important aspect which may influence the overall conclusion.
354
Although the simple "a+b" design employed in this case study has reasonably captured most patterns of combined 355 effects, it has limitations to provide complete information due to lack of sufficient data points (e.g. 
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Future Perspectives. A key question raised from the present study is whether additivity, synergism and
